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tfj W095/25722 t ft&&7 — D jK. L - ft JSflb&4fcHN , 

5 «T'J ^^^7 M PI*. Sepracor 4^ A* WO 03 / 035623 -£#J t 

(DMAC)#,& 164~166°C, 3M.i|j*#lSJ»i*., JL DMAC ^^^>j 
(Guidance for Industry IMPURITIES: RESIDUAL SOLVENTS , FDA, 
10 May 15, 2001), 4M±*., 

4^93«.«^***4MUfc-f-«45-( s ) - ( - ) -JUMM^ 

15 ^(R) - (+) - &4UM t *fRk#-#3r&. 

2 - T%m^ty3&M t , ( S ) - ( - ) 



20 - ( - ) 

^^MUfcrf^ L - ( + ) - 1: 0.25-0.8, 



WO 2005/054196 



PCT/CN2004/001412 



5 

Airowsmii^^ ***** 

lo iL*A** ( s ) - ( - ) *4* ft 

- (+) - AJUfc^ ** 1000 ***** 2 #;Yoim&J.W.,WO93/10779 #. 

if/fiU8 ( s ) - ( - ) - JMUWa^^ **4MW.^»s**^ 
jSU**Mt\ B*** ( S ) - ( - ) -A** 

is (+) - AiLA-f-**^ * ^mmmm 
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Vti&l: 0.5. 

D- ( - ) ->B;S 1: 0.25-0.8, 

1: 0.5. 

15 iii±^-»l±^HPLC^^Jt#*ML» iMJUltron ES-OVM^ 

#!MS-§r&: 15cm; Stel: lml /min; 360nm; >,?u^ 

0.02mol/L^#^.iL,-=-#3 (PH7): ^flfr=80: 20. #&2#$M££*fr: 
7j<-(50: 50, Q,2nig/ml) 

^WH2-T^. #,&80°C, JL 
20 ^ 3- H * M ®(Guidance for Industry IMPURITIES: RESIDUAL 
SOLVENTS,FDA,May 15,2001)., SMfc^&'K i£<MMg£ 



WO 2005/054196 



PCT/CN2004/001412 



-4 



S&Sf-f^/MJ^* 2-T*?^^r*i**H'. ^^JUfe-f-^L- ( + ) 
-jfiJSA^ffcsMt^Hl 1: 0.5, 2-T^^^-*^A^^^'^-#,^-f 
^ L- ( + ) - 4fc&&&¥&M ft 50% ( ) 

5 iSUi, &jLf*%- ( S ) - ( - ) -^^-f- L- ( + ) - 

#nj ( s ) - ( - ) --i^Ms 

£ j? — >Nfci&#e#ar*: t » #$^#,#<**M^ d-(-) -M&m. 
&foT&%XJ$ J £: 2 - Tmft^WM-M t , ^^MUM 1 -** D - ( - ) 

10 -M&S&VL&J^fcfcl: 0.5, 2-T ^^±^7 ^If^'i^tt ^f- 
5f* D-(-) ->i^^^#^*, ^i&A^r***!^ 50% 
^_h, il,&/^(R)-(+)-#JU&^ D- ( -) -5fr5«fc&*$3£ife, ' 

15 ^^'J— ( S ) - ( - ) -4MUM*-tfr#U- 

# 5 ( 0.012mol ) ^MUM^-f 40ml 2 - TWt » ^A*t 1.0 
( 0.06mol ) L - (+) - m.#3 60ml 2 - Ti^ii^L, 1 

»®^2-Ti. '#( S ) - ( - ) 

20 -AlUfc-f-L- ( + ) -*W;ifcJtl.7£. 

* 1.7 it ( s ) - ( - ) -iUM,-f-L- ( + ) -ss-sifc&t. *» 

A^Hf^ 18ml, 2NlL3M-fc4ft$&i& 10 ml, 30 ^f, # 
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gjf.j&&jL, # ( s ) - ( - ) -4MW.jp- 1.2 jL* *JJ*W^HPLC 

vf^^t^ii*^. ( ee ) ^ 99.0 % , "M*- 48 % „ 
^$L#«J— (U) - (+) - 6^^J4- 

#5 A(0.012md)i^^^*f-4<taa2-TWt. 1.0 

5 & (0.06mol) D-(-) 50ml 2-T»*^. SiS-WiL 

-4UU*.-f"D- (-) 1.8£. ! 

* 1.8 &(R) ~ (+) ~ AlUfrT- D- ( - ) 
10 ^T^20ml, 2NiL* t ^#l^l0ml, WiUS30^f, #X. tfr 

^^titf. ( ee ) # 98.8 % , 52%» 
15 ^^-J ( S ) - ( - ) - JtJUk^MJ^ 

Jfcfc3r*fl #MfrW— . # L - (+) ~ **A.±afc# 0.5 

# ( S ) - ( - ) - 0.9 JL. mM*&&BPLG9t*UMlk 
#-it*0L (ee) # 98.7%. . 

%&M*9 ( S ) - ( - ) -JL^k-f-^'J^- 

# ( s ) _ ( - ) -luufc-f- 1.0 A. #w-HM£HPix:ajfc##i* 

#it*#: (ee) ^ 95.2% . 

^ifc-WiL- ( S ) - ( - ) -#JL&-f-ft#fr 
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(V WVa**) % 


( S ) - ( - ) -#JLJfc-f-ee% 




0.1 


98.5 
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M St 

u ( s > _ ( _ ) -4UUt-f-**+J^*» 

5 jSLMf-Z. ( S ) - ( - ) -4WL- ( + ) -$S-C«fc&#3fcfc. 
./fafcttiW, ( S ) - ( - ) -AjUfc-f-. 

2. #4fr*uN** 1 ( s ) - ( - ) -JUUfcjp-W^MMr 

* , ^#4EjMT^L^N A 2 - TS^il 2 - Jfc#J . 

io 3. #**uf»*45. 2 ( s ) - ( - ) -iMUfc-f-rt**^ 

4. 1 flfS&tt ( S ) - ( - ) -^UU&^tt+J-*-^. 

L- ( + ) - 1: 0-25 - 

15 0.8. 

5. 4 J9t^ ( S ) - ( - ) -*Mf^*J^ 
fc, ^M^UWif^L- .( + ) 1: 0.5. 

20 7n — ^ (r) - ( + ) -JUIUMHft*]4fcfr*, 

^^^.(R)-(+)-^^ J P-D- (-) -5g;sgUfc#:5Cife, 

#*! (R) - ■(+) 



WO 2005/054196 PCT/CN2004/001412 

— 8— 

8, *Mfc^*#- 7 /Sfiitf (R) " ( + ) ~&&& J f-#)M4-3r 

9> 8 #fi£^ (R) - ( + ) -4UUfc-¥-*$*!4fca- 

10, »*L^^7^f^ (R) - ( + ) -&J&& J f L #lffl4'3' 
^^^tf^UUUM-J&D-C - )-*;6rtU$**lfc# 1:0.25- 
0.8o 

11, #Mfr#\£r#- 10 ffitiLtij (R) - ( + ) -4Mtoferf-#4al4h 
10 ^^^l^fcW^D- ( - ) -W-S 1: 

0.5. 

12, «^'J^-^-7 ^T^ (R) - ( + ) -#,^4-^^*']^ 



